perfected his method of estimating blood calcium, asked me to collaborate with him from the clinical side of the work.
The first case taken was that of a prematurely old woman, aged 55, with a large and long-standing varicose ulcer, completely encircling the leg. She was taken into hospital and kept in bed. She was found to be very deficient in calcium; there was very little more than 40 per cent. of normal. Intramuscular injections of calcium chloride were given at weekly intervals and the calcium content of the blood was increased, but never more than to 80 per cent. of normal; this was always varying and, generally, it could be said that the higher the calcium content of the blood, the greater the improvement in the ulcer. Injections were stopped for three weeks and calcium chloride was given'by the mouth; the blood calcium then ran at a lower level and the ulcer increased in size. By this time some half-dozen other cases were also under the same treatment; they all showed a calcium deficiency, improved by intramuscular injections, though never completely reaching normal; all showed improvement in the condition of the ulcers with the higher content of the blood calcium, while calcium administered by the mouth showed no improvement in the blood and little in the ulcer. We were therefore in the position of being sure that calciuan was a factor in healthy healing; as Dr. Dixon had predicted, little good was done by oral administration, but more by injection into the muscles.
After two hundred days of these experiments, during which time half-adozen cases had shown the same reactions, we had not been able to establish the state of normal calcium in the blood. It was then that we began giving parathyroid gland in 1 gr. doses daily. In every case the blood rapidly became normal, never taking more than a fortnight to become so; and the ulcers began to heal rapidly. At the end of five weeks from the time of beginning parathyroid treatment, the first and largest ulcer which had completely encircled the leg, and which had gone on with varying results for some two hundred days before commencing this treatment, was completely healed. In the case of the smaller ulcers this result came much more rapidly.
We had therefore reached the point of being able to say, in the case of lesions which could be watched, that calcium was an important factor in their healing, that deficient calcium was combined with non-healing, that parathyroid was capable of influencing calcium metabolism, reducing a deficiency in it to normal, and with normal calcium healing speedily occurred.
After this ocular demonstration we then tested the blood in many other diseases in which the lesion is not apparent; and naturally among the first were gastric and duodenal ulcers. In all of these the blood calcium was deficient and the administration of parathyroid produced beneficial results in clinical symptoms, though the blood did not always very quickly become normal, and even when it had reached that point or near it, relapses in the content were not uncommon. At the time we believed this to be due to an increased absorption from the ulcer itself, neutralizing the stimulating effect of the parathyroid. Moreover, in some cases after stopping parathyroid admninistration definite clinical relapses occurred. Then we had some trouble with new cases of varicose ulcer: the previous series had been old chronic cases, usually without pain, and these had speedily healed up, but in the new cases the ulcers were small, just beginning, very painful, and refusing to heal. After the experience of the first series these results were disappointing, and the advisability of a search for a previous focus of sepsis occurred to me. In every case this focus was easily found, most often in pyorrhoea; and after the offending teeth had been removed, the parathyroid acted at once. Further, the old series of varicose ulcers was again examined, and in every case some other focus of sepsis was found. It therefore seemed that ulceration only occurred in varicose veins when the body resistance to a septic focus had broken down.
There is no doubt that gastric and duodenal ulcers arise from a similar cause, and if the original septic focus can be found and cured parathyroid will aid in the rapid healing of the ulcer. Several undoubted cases of long standing treated on these lines have remained free from dyspeptic symptoms under ordinary diet longer than ever before, and the patients are satisfied they are cured.
Connected with these cases an acute phlebitis with oral sepsis was also found to be calcium deficient. Under parathyroid treatment the pain and swelling rapidly disappeared, the teeth were extracted, and now a year afterwards the man says his veins have never given so little trouble. Bedsores and severe burns have likewise been assisted to heal by parathyroid, and in the case of burns the calcium deficiency may help to explain the complication of duodenal ulceration.
The question as to whether a calcium deficiency may be considered as an index of the absorption of a toxin received confirmation in the experimental injection of the prophylactic vaccine against influenza into myself on two occasions. In both instances my calcium content was normal before injection;
in twelve hours the deficiency was at its maximum, and in the first instance had not returned to normal in thirty-six hours, but in the second (three weeks afterwards) it was normal this time.
With these results it is not surprising that all diseases of the rheumatic group showed invariable calcium deficiency--rheumatoid arthritis, osteoarthritis, chronic rheumatism, sciatica. And in every case there were undoubted symptoms of improvement after the administration of parathyroid. In a case of true osteo-arthritis with ankylosed joints there was only lessened pain: but in rheumatoid arthritis there has generally been a cure, especially where the septic focus could be found and satisfactorily treated. But even if the original sepsis cannot be cured a favourable result is not impossible.
A case of mon-articular rheumatism in an old lady, following an acute cholecystitis, is practically the only failure. Here the blood was very resistant to parathyroid, taking some six weeks to reach the normal, and, practically, she never experienced any good effects, except that she thought she slept better. The sepsis under tension was apparently too much for the remedy.
In cases of sciatica there was found an invariable calcium deficienev, and the administration of parathyroid gave speedy relief to the pain, so that the patients were in a few days able to see the dentist they had neglected.
In all these usually disappointing diseases of this group, in spite of the absolute failure mentioned, I am convinced no other ordinary treatment is as satisfactory.
In acute rheumatism calcium deficiency was found, and was watched under salicylates; as improvement sets in the calcium content improves and a relapse was not foretold by further deficiency, but seemed to be contemporaneous. If a bruit developed. parathyroid was given, and in all cases disappeared eventually. Whether parathyroid was a factor in that recovery I cannot say, but on general principles it is well worth a trial in such cases. Pericarditis has also shown an early improvement under parathyroid exhibition.
It is one of our regrets that during these investigations we have not been able to find a case of malignant endocarditis; in this disease it is certain that calcium deficiency will be found, and the blood should be examined once a week to see if reaction is possible.
Other acute diseases-diphtheria, scarlet fever and influenza all showed calcium deficiency, and it is probable that complications following these are due to the natural reaction being unable to overcome the prolonged action of the toxin, and possibly parathyroid may aid this reaction.
Of nasal infections, unrelieved by operation or when it has been refused, there are no cures to be recorded, yet the relief has been greater than that given by any other treatment, and as long as parathyroid is continued the patients are comfortable and both look and are in better health than they have been for years.
A gumma of the face gave a remarkable reaction to parathyroid. Formonths it had been very resistant to antisyphilitic remedies, and when parathyroid administration was begun the patient was in her third series of arsenical injections. These were stopped and the blood was deficient in calcium. In a week under parathyroid, the calcium content was normal and in twelve days the ulcer, from being the size of a florin, was completely healed, and after fourteen months it remains so.
Another striking success was a case of herpes zoster of the conjunctiva witb iritis. The patient, a man aged 60, had been under treatment for four months, six weeks in the London Hospital. It was still unhealed, and his vision was only perception of light. He was calcium deficient. Within a few days of beginning parathyroid treatment the chemosis improved, the power of vision increasing almost daily, so that in a month he could read print fairly well. A similar case was that of a patient with hypopyon following trauma, which completely absorbed under parathyroid administration after removal of septic teeth. In a case of delayed healing of fracture, also with calcium deficiency due to a very bad state of the teeth, the patient refused dental treatment, but under parathyroid the deficiency improved and the fracture healed. A child suffering from a very chronic otitis media was also calcium deficient, and under parathyroid the discharge first increased and then slowly diminished.
In the treatment of pernicious anremia there is a hopeful field; two cases are now under observation; there is calcium deficiency yet imnprovement is obvious, it is too early in such a disease to make any definite prognosis.
In cases of ulcerating and inoperable carcinomata, calcium deficiency has been found, but under parathyroid treatment the blood has improved or become normal with simultaneously a great decrease in pain, so that morphia could be almost stopped. In the case of cancer of the stomach there was less vomiting and in one case there was an increase of weight for some weeks, with a complete abatement of symptoms and a feeling of perfect health. All of these cases are clearly septic diseases, but enlargement of the prostate has never, I believe, been attributed to sepsis; yet about a dozen cases have shown calcium deficiency and have been treated with parathyroid and many more have received the treatment without blood examination with striking results. J. C., aged 81, was first catheterized oni August 8, 1921: he had imiuch haeiimorrhage; he was sent into hospital and refused operation. He did not regain power, and was sent out with a catheter and was seen on October 6 quite unable to pass anything without his catheter. He was calciunm deficient, and was put on parathyroid treatment, and by October 18 his serunm was normal and two or three days previously he had passed a little urine spontaneously. By November 5 he was passing more and mllore spontaneously, he thought about a pint a day, but he still used the catheter twice daily. On December 15, two months from the commencement of treatmllent, he left off using the catheter for good. He is now a healthy old man with a good comllplexion, disturbed only once or twice at night; he takes parathyroid at intervals, and has kept well up to date, though he steadily refuses to part with three septic teeth.
In our earlier papers [2] Dr. Vines and I described cases of tachyeardia, chronic tonsillitis, neurasthenia, arteriosclerosis with and without anginal attacks, high blood-pressure, and certain cases of menorrhagia, in all of which there was calcium deficiency, and all showed definite improvement with parathyroid.
Dosage.-To standardize results the same preparation of parathyroid has been used throughout. Of the preparations on the market as estimated by Dr. Vines, all are not equally potent, one in fact was practically inert. The dose given has been one tablet ofgr. daily, and in cases in which the blood has been slow in returning to the normal state, one twice a day has not hastened matters. In view of the threatened shortage of parathyroid, I am not sure that the dose could not be lessened. No harmful nor untoward effects have been found. One correspondent has told me of a patient who gave them up because they caused her headaches, but this is the only instance I have come across in many hundreds of my patients. In the early stages of treatment certain effects may arise in the septic focus responsible for the general condition, a purulent discharge may increase in amount, or may appear where absent before; a chronic appendix may become acute, septic teeth may begin to ache and give evidence of concealed trouble. In three cases under treatment an attack of erythema-almost erysipelas-appeared. In all of these there was marked dental sepsis. Apparently, at times, the defensive mechanism at the septic focus has been physiologically stirred up.
The septic foci believed to be the cause of the calcium deficiency have in various diseases been found in a chronic ear discharge, the tonsils, the nasal accessory sinuses, a chronic appendicitis, the gall-bladder, probably the colon as evidenced by colitis, possibly chronic constipation, possibly the uterus, but most of all in the teeth. Here ulceration of the gums-pyorrhcea-has often been the cause, since removal of the teeth has materially changed the condition for the better. A red cedematous line leading from the gum margin to the apex of the tooth is an infallible indication for its removal. From personal observation in all these cases the apex of the tooth has shown erosion. In lesser instances of pyorrhcea I have found no better local treatment than rubbing the gums with dry salt. The pain and bleeding gradually lessen, but it has the very real disadvantage of being too cheap and common. Generally speaking, in an open discharge, e.g., from an ulcer or superficial pyorrhcea, or from the ear or tonsils, the blood quickly becomes normal under parathyroid treatment, while in a closed situation, such as the gall-bladder, an appendix, and often nasal sinusitis, and an abscess at the root of a tooth, the blood condition improves under parathyroid, but may take weeks to become normal, with even occasional relapses.
There is strong evidence, therefore, that calcium deficiency is an index of the absorption of a toxin, and that many chronic diseases, some of which have been mentioned, are due to the breakdown of the defences of the body in controlling this mechanism, which is apparently situated in the parathyroid glands. In some diseases at least, the site of the resulting lesion depends on the special idiosyncrasy of the individual, but it is just possible that in others a second unknown factor may guide the toxin into its own particular channel.
Parathyroid has shown a definite remedial action in all the chronic diseases accompanied by a calcium deficiency, which is simultaneously abolished or brought to normal.
Yet parathyroid is not a universal " cure-all," in fact, with our present knowledge, it is not a cure for any disease. On the other hand, it is a physiological aid to the healing of chronic lesions due to toxin absorption: if the focus of this toxin be removed, parathyroid will then, and then only, bring about a cure. If the focus cannot be removed parathyroid is but a remedial agent, though a valuable one.
Whether complications of acute disease will also show improvement from the administration of parathyroid is a subject for longer and more extensive trial.
Of the older uses of parathyroid in tetany, I have no experience. I have found it no help in paralysis agitans, but the cases were well advanced. I can only confirm the observation that it has a controlling influence in epilepsy.
